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Kh., Lohs and W, Glbel C

For years, the phosvhorylatlon processes rolated to the cnzymatic inhibition

and the conclusions to be derived for tho developmont of antidotc prupiration:s win
the center of interest to toxicoloiists and pharmncologixts,'us waell a5 Lo clinical
medicine. The partlally strong a]Pylatin“ properties, especially of mvthy1 antors

of'phosphoric. Lhiophosphoric. and phosphonic acld derivatives was fndicated by che ni

or exparimental proofs were put forward, but only very recently wes attention glvon
to explaining psychopathological and neurclogical deluyed damiyos, o5 woll ua to tho

clar fication-of possible relations petween the aliiylation effect 2 and the pathouono'ﬂ
of certain organic cancers througzh the reéction behavior of «uch compounds. -

’
In the working group of one of us (K. L), recoently various tnvoostizations wero

carried out on trichlorphouse, which suzrested the expariments described belou in grea-

tey detall regarding the biological conseguences of tfre alkyluting‘%ffoct of trichlcr~

8 w . . . oy .
phon /1/. Maan thile the guestion of & possinle canceropenic effect of tricnlorphon ’
Wes slso bezen studied by R. Preussman /2/. . R

Gur in vivo findings are being given particuler importanco because of tho stu-

diss carrled out in Steckholn with DDVP by G. Lofrota. Lofroth uas ablo o Trove i
allvlaticn of the WS as well as the formation of N~7~methyl-zu3ni£o, ard to dyaud
fyonm 1t conclusicnz on the tlong~-tern effects’ of the LDVP &oison‘ng. /3/.

" The t%ichJo*onon wh LSOd /0,0-dimethyl—(1~hydrn y— 2,2,2~ tzlch‘;wvthyl DAUOpHO-

nate} was approximately of 96% purity.

——
.
W

For the experiment we used Vistar rats and nlice, each tire of both seraes.

ware taken for the experiment at two monthsz, welighed veekly, and the trichinr-

2l
B

phon VoS advinistered three times a week in a dose of 30 = r/L, up to the ond of th?

mouas's 1i¥e oy applied 5.Ce. In mice the cutanecus appllication wWas vndoertaben Loin

i deialstradion ol trichlorphon aleae, or trichlorphon + croton oil, Yhz trichliore

phon was <iven 3 timas & week altopether for 5 ponths, croton oil in drops anee 4 Loy A
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for 6 months). The number of animals for proro and ocec applicution tests wan BO for

each, cutancous application was made on 20 mlce ecuache In evaluatingg the Cindinicny

- only those animals were vonsidered, who were tested for more than 6 montli,.

The application of trichlorphon was falrly well tolerated during the firct H

months (no acute toxic reactions were ovbserved), All test anim:ls which wero Inelu- ;

ded in the vxperiment for more thun 6 months showed--indepandently of the ty of apnli-

cation--patholosical alteratlons of tre iiver clearly depending on the done admints-
tered, These liver conditions extended from steatosis of the most different damve of 3

grav1tx} throuzh enlargsed yellow hard liver witn ciear enphasis on the lobulir sirus-

ture as a result of central necrosis combined with hyperenia and hemorrhaccs un to tha %
typical posinecrotic cirrhoslis of the liver., A liver cell carcinoms was obsbrved ;
after 17 months of cutancous application, another after 14 months of cutancous anpli- %
cation + croton ©0il, The cutanecus application with simultansous wim'nistration of %
croton 01l also led to a 2cn X 2cm sarcone of the abdomen, 'Hﬁa Se, application did ét
not.give any local tumors, | : . i {

In the omasum of the rat we found botn for oral anid s.,c. adninistrution of tri-

chlorphon, partly sincle, partly multiple exophyticilly growinz papilicma, In 211 3

b

forms of apnlication, hictoloslcally different degprees of liver cell damwyre uere nro-
duced, :
It is with in the ranse of poss lities, thnt the number of liver tunors uculd )

be srezter if the massive destruction of the liver throush the partly simulimes

necrosis had not led to the aninel's denth before the mantfostation of Lo tunor,. It

*

i3 zloo worth mentioning the popillonn developing

the more se that each paplileonn ray be considered a3 a po untiul prelisminory stoso

a carcineua,  batuwrnlly we conot iransier these results obtained in the cewocnins

aninal {est schenatically to the conditions in the huwsun organisn, without complettn

e Inveniisaticns with o lowoer manber of uninels and other specles of mninnls Lt

Ty PO

at pronent it appears to us alrealy neceossary to indicate the dongers melated to e v




of trichlorphsn, above zll in order that the corresponding measures of protoction
in the work for production and cpplication of trichlorphon mty be improved, On the

basis of the investizatlon results obtained up to now, we conslder it hardly likely,

%hat the ucers will be in any danger if they ingest Toodstuff that has come into

1

contact with zrlchlorphon.

Qﬁ the whole therefore it appeared to us urpently nec ssary to call for nore
attenticn to be paid than heretofore to the possible conseguences of usingrpbosp}§ro_
ormanic efters with alkylating effect and also to consider the éppllcution qucific
formuiaticns of such asters from the point of view of the dunger of cancerogonic, cocin-
cerorenlic, as well as mutagenic manifestations, -

The basic statements made by Kagan at this Symposium on the broblem of delayed
damaces are fully consistent with our concepts and stress the wpeed for considoring

.

the metebolism of phosrhoro-orgmanic compounds whlch chonme the toxiclty, as an area

of research 10 be given priority, both for chemlcal touxieclanmy and preventive nadicin

[\

&

A deiailed deseription of our findinzs 1s scon to appsar in the YArchiv fuex

. . S . ey . a s
Geschwulsiforschuns' (W, Gibel, Kh. Lohs, G, Wildner and D, Ziebarth).
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